The essential features of the Mobius syndrome have been added to since Mobius first (1888) suggested that the congenital bilateral facial weakness and bilateral abducens palsies constituted a clinical entity.
To the unilateral or bilateral complete or incomplete facial weakness and loss of abduction of the eye have been added other cranial nerve palsies (predominantly bulbar), congenital abnormalities of the extremities (syndactyly, polydactyly, brachydactyly, agenesis of digits, talipes equinous varus), micrognathia, prominent epicanthic folds, structural abnormalities ofthe ear, and defective branchial musculature (15 % of cases have missing muscle groups, especially the pectoral or trapezius muscle). Mild mental retardation is thought to occur in about 10 % ofcases. Henderson (1939) In view of the difficulties of definition, the role of inheritance in the Mobius syndrome understandably remains uncertain, and it is at present difficult to give genetic advice to parents with an affected child.
In order to try and throw more light on both the definition and the genetics of the condition, all those children diagnosed as having the M6bius syndrome at The Hospital for Sick Children, Great Ormond Street, over the past 18 years were re-examined, as were their parents and all their first degree relatives.
Diagnosis in these children appears to have been based on the facial appearance soon after birth and was made irrespective of the presence or absence of skeletal malformations.
Method
A search through the records of The Hospital for Sick Children revealed 29 patients in whom the diagnosis had been made (usually by the late Dr Sandifer, who was particularly interested in the syndrome).
Out of a total number of 29 patients, 8 had died soon after birth (4 of these from respiratory or bulbar problems), 6 could not be traced, and of the 15 that 415 M. Baraitser remained all were visited and examined except one. This child, however, was included because adequate information was available about him.
The probands were examined clinically and in a minority of instances electromyographically. The parents were only examined clinically. Results CLINICAL A summary of the clinical findings can be seen in the Table. All the patients had bilateral facial weakness and all had difficulty with swallowing. Ocular palsies were less common than the bulbar involvement, but Both children were mentally normal. Electromyographic studies limited to the limbs on both sibs were compatible with myopathic lesions and there was evidence from the mother that both children were slowly getting worse.
Case 13, a brother of the proband, had bilateral facial weakness. He slept with his eyes open, had problems with articulation and swallowing (now much improved), and could not whistle or blow out his cheeks. There seemed to be no obvious progression of the disorder in either brother and they were both mentally normal.
Consanguinity was not a feature of either family Of the patients quoted in the literature as having the Mobius syndrome affecting more than one member of the family (Fortanier and Speijer, 1935; van der Wiel, 1957; Krueger and Friedrich, 1963) , three of the pedigrees are clearly dominant, with at least three generations affected, but the group is probably heterogeneous; van der Wiel, for example, uses the term monosymptomatic Mobius syndrome synonymously with facial diplegia. No members of the three pedigrees had skeletal malformations. Thomas (1898) and Cadwalader (1922) described affected sibs and, in Cadwalader's family, the affected brother and sister were the product of a consanguineous marriage, suggesting recessive inheritance. In both of these families, deafness occurred and there were no skeletal deformities. The only reported family with primary skeletal disorder and the Mobius facies in more than one member is that of Hicks (1943) . Mother and son had bilateral facial weakness and abducens palsies, but the son had, in addition, an extra thumb and webbing ofhis fingers.
If, in addition to the facial diplegia and abducens palsies, Richards' criteria of primary skeletal malformations are included as an essential feature of the syndrome, then the Mobius syndrome becomes much less heterogeneous. In the present series, the two index patients, with another sib affected, do not fulfil the criteria of Richards and the two patients with primary skeletal malformations, facial diplegia, and bilateral abducens have no other family members who are similarly affected.
Based on the present series and more than 50 cases reported in the literature, it is concluded that when the definition of the Mobius syndrome includes the skeletal malformations, the risk to offspring is in the region of 2 %, whereas, in facial diplegia with or without eye muscle involvement, the hereditary predisposition is greater and will depend on the condition being categorised as belonging to one of the known genetically determined primary muscle or anterior horn cell disorders. 
